Oxidation of 1L-(1,2,3',4,5/3,6)-3-hydroxymethyl-2,4,5-tri-O-methoxymethyl-3,3'-O-methylene-6-nitro-2,3,4,5-tetrahydroxycyclohexanecarbaldehyde dimethyl acetal with potassium t-butoxide and m-chloroperbenzoic acid has given corresponding carbonyl derivative in 65% yield. The carbonyl comP.ound has been successfully converted into the desired key compound for tetrodotoxin synthesis in excellent yield via the spiro uchloro-epoxide derivative.
TTX is based on the stereospecific formation of spiro chloroepoxide derivative from the corresponding carbonyl compound, followed by opening of its three-membered ring in the presence of azide ions. 8a ) Our recent studies
show that the dichloromethyl group can be introduced by a steric factor and the ring opening with azide ions occurs with complete regiospecificity at~carbon with respect to the chloro group and according to an SN2 reaction. borohydride, followed by protection of the hydroxyl group with the p-methoxybenzyl group, gave compound (6) in 83% yield. A reduction of the azido group of 6 with PdlC-H2 gave the corresponding amino derivative in quantitative yield. The amino compound was treated with cyanogen bromide to give cyanamide derivatives (7) The authors thank Mr. T. Igarashi for the measurement of IH-NMR spectra and Dr. K. Nojirna (JEOL LTD) for the measurement of MS spectra. The present work was supported by the Grant in Aid for Scientific
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